It is generally known that some viral infections, autoimmune diseases and hematologic malignancies, such as malignant lymphoma, can cause hemophagocytic syndrome (HPS). (1) (2) (3) In contrast, nonhematologic malignancies associated with HPS have rarely been reported. A case of malignancy-associated hemophagocytic syndrome (MAHS) by non-small cell lung cancer in a cachectic patient to our knowledge has never been reported. Thus, this is the first reported case of MAHS in a lung cancer patient with cachexia syndrome.
A 56-year old man had presented with the chief complaint of high fever and general fatigue for 2 days prior to being referred to us. He has a history of rheumatic arthritis for which had not required any medication. He had stage IV (cT4N3M1, BRA) non-small cell lung cancer (adenocarcinoma) in a cachectic state (body mass index = 17.7 kg/m 2 ) and had received chemotherapy of pemetrexed alone for 2 weeks.
An empirical intravenous therapy of tazobactam/piperacillin was begun for febrile neutropenia because bicytopenia appeared (leukocytes = 3 x 10 3 /µL; hemoglobin = 9.1g/dL; platelets = 171×10 9 /L). All viral antigen tests including flu, sputum and blood cultures were negative and chest radiography showed no abnormality except for cancer tumor shadow. Seven days after admission, he had fever associated with pancytopenia (leukocytes = 2.4 x 10 3 /µL; hemoglobin = 8.9 g/dL; platelets = 83×10 9 /L) without any other related symptoms. A bone marrow biopsy revealed HPS (Figure 1 ) and he was diagnosed as HPS associated with lung cancer. No evidence of cancer metastasis was seen in the bone marrow. Dexamethasone was administered intravenously for 4 days and the pancytopenia improved. As a result the lung cancer progressed and respiratory failure developed. He died on day 28.
While malignant lymphomas associated with HPS have been sporadically demonstrated, secondary HPS caused by non-hematologic malignancies is extremely rare. The pathophysiological mechanism for HPS is still unknown.
(1,2) Some authors have demonstrated that HPS is associated with the release of large numbers of cytokines; cytokine storm.
(1,2) Also, it has previously been described that the level of cytokines such as IL-6 or TNF-α is high in patients with cancer cachexia. (4, 5) Since cytokine storm may be related to the origin of HPS, we can presume that cachectic cancer patients might be at risk for HPS. For clinicians, except for hematologists, HPS is not so common and thus might unfortunately be overlooked. Since pancytopenia can be lethal, it should be cautiously monitored. HPS may possibly develop to disseminated intravascular coagulation and multiple organ dysfunction On treating with chemotherapy, oncologists tend to regard pancytopenia as related to hematologic toxicities and thus insufficient testing, such as bone marrow aspiration or biopsy, is carried out. We suggest that every clinician should be aware of the possibility of HPS in cancer patients or poor outcomes may result.
In conclusion, cancer patients with cachexia syndrome might be at risk for HPS because of the release of high levels of cytokines such as IL-6 or TNF-α. We suggest that clinicians should keep HPS in mind when treating cancer patients.
